REPLY: We are excited that our study has garnered the attention of others and pleased to have the opportunity to respond and debate the merits of our findings. Dr. Nitzan's letter (6) to the editor raises some interesting points regarding the interpretation of our results and how it relates to his work and the work of Lossius et al. (5), which we would like to address.
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In our study (4), we first identified a negative relationship between mean arterial pressure (MAP) and forearm blood flow (BF), wherein transient MAP elevations were followed by a decrease rather than an increase in BF. This seemed to oppose our basic presumptions of hemodynamics in which pressure drives flow (Poiseuille's law). Thus, to further examine this, we conducted additional protocols in the forearm (brachial artery) as well as in the lower leg (popliteal artery) and performed three independent analyses, which, together, further supported the notion that spontaneous oscillations in MAP precede inverse oscillations in limb BF. Furthermore, we found that a delay of ϳ2 heartbeats resulted in the strongest negative correlation coefficients between MAP and BF, suggesting a delay of ϳ2 s from instances of high/low MAP to low/high BF. Collectively, these data suggested a myogenic mechanism was present in resting human limbs. We then proceeded to further explore this possibility, taking into consideration previous work demonstrating that glabrous skin of the palm (or foot) exhibited accentuated myogenic responses compared with nonglabrous skin (1, 7) . Wrist and ankle occlusion, to exclude glabrous skin, significantly weakened the myogenic patterns, suggesting a primary contribution of the distal limb circulation. In agreement, measurements obtained at the ulnar artery, in which BF directly supplies glabrous skin, revealed a prominent inverse relationship between MAP and BF.
Overall, the consistency of the results from these multiple experimental protocols and analyses led to us suggesting a myogenic mechanism. However, as pointed out in our article (4), we could not rule out some combination of myogenic, metabolic, and shear stress-mediated mechanisms, since all can contribute to BF autoregulation during rest. Likewise, Dr. Nitzan has suggested that perhaps sympathetic nerve activity may be involved. As with all data sets, multiple interpretations may exist, and we are certainly open to other interpretations in explaining our results. A primary reason we did not consider sympathetics as a driver of the observed responses was the fact that distal limb occlusion, which would certainly not be expected to decrease sympathetic nerve activity, significantly attenuated the observed negative relationships between MAP and BF. Also, given Dr. Nitzan's letter, we retrospectively examined data from a previous study in our laboratory involving brachial artery infusion of phentolamine to antagonize local ␣-adrenergic receptors (3). Although the negative correlation between forearm MAP and BF was attenuated by adrenergic blockade, a significant negative relationship remained. Importantly, the two-heartbeat temporal delay between MAP and BF also remained intact with phentolamine. Thus elimination of sympathetic vascular actions with adrenergic blockade appeared to influence only the magnitude, not the presence, of myogenic reactions. These findings are consistent with experiments using isolated arterioles in which adrenergic agonists have been shown to enhance both myogenic vasoconstriction and vasodilation (2) .
In his letter, Dr. Nitzan states that "in the study performed by Lossius et al. the blood velocity fluctuations led MAP fluctuations by 2 heart beats, which also casts doubt on the validity of the present study's findings (MAP leading BF)". We are a bit confused by this statement as the results of Lossius et al. (5) demonstrate an inverse relationship between MAP and skin blood velocity (Fig. 5D) , which is in agreement with our findings. Also, Lossius and colleagues (5) state that "there was a rise in MAP starting 1-4 s before a cutaneous vasoconstriction," further suggesting MAP changes preceded blood velocity changes. Both the inverse relationship and temporal pattern reported by Lossius et al. (5) were similar to our study, which rather than casting doubt on our findings, strengthens them. Indeed, the Lossius article guided part of our analysis procedures, as well as reinforced our focus on the distal limb circulation as a mediator of the surprising observation of a negative correlation between MAP and BF in the forearm and leg circulation.
Lastly, because of the relatively low values of the MAP-BF correlation coefficients reported, Dr. Nitzan advocates the use of frequency domain analyses to further address the questions raised. Although the correlations reported in our study were all highly significant, we would welcome the use of frequency analyses to further explore the regulation of blood flow in the resting human limb. We realize there are no perfect analyses and welcome insight on different ways to evaluate our data.
In summary, we believe the data provided in our article suggests the presence of a myogenic mechanism. While sympathetic nerve activity is unquestionably important for regula-tion of blood pressure and local blood flow, we do not think it can completely explain our findings, although it does appear to modulate the strength of the myogenic response (2). Nevertheless, additional studies designed to directly manipulate and/or block myogenic mechanisms during rest, to examine these dynamic relationships during conditions of elevated MAP or BF, and to employ alternative analytical tools (e.g., frequencydomain) will be critical for definitive validation and further clarification of the mechanism(s) involved. In the meantime, our findings provide a new perspective into the fundamental physiological relationships of pressure and flow during unprovoked resting conditions in an awake human.
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